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2000: 144752 CAPLUS 
132:161695 

Cancer treatment with an angiotensin 

Vinson, Gavin Paul; Puddefoot, John Richard; 

Berry, Miles Gordon 

Queen Mary & Westfield College, UK 

PCT Int. Appl., 30 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 
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APPLICATION NO. DATE 
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EP T'll BE, CH^DE^Tsf FR, GB. GR. IT, LI, LU. NL, SE, MC, 
PT, IE, SI, LT, LV, FI, RO Q23 A 19980 818 

PRIORITY APPLN. INFO. : GB 1998-20000 A 19980914 

WO 1999-GB2727 W 19990818 
A method of treatment .or Prevention of -tastasis of ^cer^el!^ a 

fL^/aSS-of ESS ll no, ~ egression 

RL 74 BAC _ (Biological activity or effector, except adverse); BSD 
(MoSgical study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) ^<hm 
(cancer metastasis treatment with angiotensin) 
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DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE : 

PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE: 
AB 



ic?H receptor mRNA in human adrenocortical 
Srs: oppression in aldosteronomas 
ArnaW, G.; Mancini, V.; Costantim, C., 
A P^trelli, M . ; Masini, A. ; 

Giovagnetti, M., feirem, > 

Sfi^fon'of-Lrcrinoiogy, Dept. of Internal 
Medicine, University oj : Ancona, Ancona Italy 
Endocrine Research (1998), 24(3 & 4), 845 
CODEN : ENRSE8; ISSN: 0743-5800 
Marcel Dekker, Inc. 
Journal 

(AGE : ^ E H 9 JhS ACTH receptor (ACTH-R) mRNA is expressed 

We previously reported that ACTH recep k si ificant differences 
in cortisol-secreting adrenal tumors, D ^ e r to complete the study we 
between adenomas and carcinomas. In oraer x. y ype rsecreting 
Save now evaluated 11 aldosterone^ ^rma/adrenal glands, 
adenomas | ^ an^ogen-jecre -»g jdejoma- competit ive RT-PCR using a 
The level of ACTH k ma wag expreS sed m all 

non-homologous competitor ACin k g levels. Despite signs 

tissues. All APA showed highest ACTH R m tranS cripts was 

of individual heterogeneity, the level nt differe nces were 

reduced in carcinomas. Fu ^^ r ^°"' as non hy persecreting adenomas 
obsd. among cortisol-secreting adenomas, "° n ^ expressed in all 
and controls. The results show ttet Ac™ of a5th-R in APA supports 
adrenocortical tumors ^he overexpression ^ ^ 

the role of ACTH on aldosterone secret 10 iack Qf response 

suggested by the P resenc * °* * ^nS captopril administration, 
to Angiotensin II , J-g P f »™ J^maf ^ be a useful mol 
The low abundance of ACTH R in ca bet ween carcinomas and 

marker of malignancy even if some overlap 
adenomas does exist. 

4474-91-3 effector, except adverse); BSU 

RL: BAC (Biological activity or effector, P 

REFERENCE COUNT: FOR THIS RECORD . ALL CITATIONS AVAILABLE 

IN THE RE FORMAT 



IT 



L4 
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1998:770513 

ingiotensL II receptors on colorectal carcinoma 

Kucerova, Dana; Zelezna, Blanka; Sloncova, Eva; 

Inl^ute'ofMolecular Genetics, Academy of 
Sences of the Czech Republic, Prague, 166 

^erna^ona^ournal of Molecular Medicine 
(1998), 2(5), 593-595 
rnnvw- IJMMFG; ISSN: 1107-3756 
SSrnatSal Journal of Molecular Medicine 

Journal 

AGE : - E 2 g TT receptors was found on cells of three 

AB The presence of angiotensin II rece rtors & ^ 

colorectal carcinoma cell lines. 
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or AT 2 receptors showed ^" angiotensin P capacity of 

^oSS-r^^iSS^cSSi- b, gyrate-induced 

differentiation. 

" " 74 B 9 PR" (Biological process) , BSU .Biological study, unclassified) ; 

carcinoma cells) REFERENCES AVAILABLE 

REFERENCE COUNT: 24 por THIS RECORD . ALL CITATIONS AVAILABLE 

IN THE RE FORMAT 
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ACCESSION NUMBER : ^^12902 CAPLUS 

DOCUMENT NUMBER: j^^L rece ptors and angiotensin II 

receptors in tumor tissue v ^ ch , H3 K • 

AUTHOR(S)- Kohzuki, M., Tanda, S.; Hori K.; Yoshida, K. , 

AUTHOR(S). Kamimoto, M.; Wu, X. -M. ; Sato, T . 

f internal lity^ ^ 

S^;VSJS™^ Pharmacology (1998), 
S°™CE: "pi 1, Endothelin V) , S531-S533 

CODEN: JCPCDT; ISSN: 0160-244 6 
PUBLISHER: Lippincott-Raven Publishers 

DOCUMENT TYPE: Journal 

ATTn E cancer chemothera^ ective enhancement .of drug delivery to 

tumor tissue is assent ; f^-tan ; t ^vasoconstrictive response 
chemotherapeutic effects. An atte increase in tumor 

to angiotensin II (Ang II) in tumut tissues during systemic 

blood flow -re obsd compared -th normal tissues absent 

hypertension induced by Ang II ?; nf ^°"- (ET _i) . We assessed 

when hypertension was P^ ov ^f „f ^^f^d Ang II receptor d. and 
this response to characterize ET pt °£/™ ^ g cell line L Y80 was 
affinity in normal and tumor tissues Th ™ ell 
transplanted to the skin in nude ra s Fo» n were used 
were sacrificed [1251] ET 1 ™^\\ n ^ tissues using 

to map the "^P^^/^^^^Vmoderately high d. of ET 
computerized in vitro aurorauxuy. I]; recep tors were 

receptors, (ETB>ETA) was found in tumors The Ang I a P fini 
markedly reduced in tumor tissues without changes r8 ^ Mt 

These results suggest that ^e decrease ig Qf ftng 

*USucT hyperS^ pension on tumor blood 

flow. 

IT 4474-91-3 /uinlnaical study, unclassified); 

RL: BPR (Biological process); BSU (Biological st:u y, 

tumor tissue in relation to tumor blood flow) 
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TITLE: 

AUTHOR (S) : 
CORPORATE SOURCE: 

SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



IT 



Reactivity of antineoplastic drugs with model 
peptics studied by advanced mass spectrometry 
methodologies . . 

Carbone, Virginia; Pocsfalvi, Gabnella, 
Sannolo, Nicola; Malorni, Antonio 
International Mass Spectrometry Facll ^ ties Qni 71 
JentS-Na?ional Research Council, Naples, 80131, 

nato Y ASI Ser., Ser. C (1997), 504 (Selected 
Sprcs in MasL Spectrometry in the Biomolecular 
Sciences), 413-425 
CODEN: NSCSDW; ISSN: 0258-2023 
Kluwer Academic Publishers 
Journal 

'S^n vivo interactfofo?\^ with modl 

l-3-bis-(2-chloroethyl)-l-nitrosourea (BU ' description of 

peptides has been investigated Jo provide a a Following 
their electrophilic reactivity towards biol . g by 

incubation with these substances the modify spectrometry , 
HPLC and identified by fast atom °°™\ pept ides structure were 

whereas the reactive amino acids withxn the bcnu led 

assigned by tandem mass ^^f^n ^-termSaf carbamoyl-deriv. that 
essentially to the * orma ^°" °f V structures and a very minor 
slowly decompd. to form three "°» er ^ ^ * n ° ives rise to a mixt. of 
ethylated adduct. Alkylation with acrolein g ^ ^ 

different adducts due to the reaction of both th , nks were 

the carbonyl group. Two spec tg. ^Jram ^ ^ ^ ^ 

and°in b :i;o ruSerri^c^cn oS Hb in patients following 
treatment with antineoplastic drugs. 
484-42-4 

%maL ( ™metric anal, of electrophilic reactivity of 
antineoplastic drugs with model peptide) 
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1994:499236 CAPLUS 

Disseminated intravascular coagulation observed 
following the effective chemotherapy for tumor 

ItrXlf SuzuS^Maroh; Khato June,!; 

^^^^^^^ d Eik ° 
ins? Sev Aging Cancer, Tohoku Univ., Sendai, 

Karei^u Kenkyusho Zasshi (1994), 45 (3/4), 
101-11 

CODEN : KIKZEP 
Journal 

'^E: . J l pan Zlt^ for cancer resulted frequently in a 

A markedly effective treatment for cancer re coagu lation (DIC) . A 

fatal outcome with disse^n J ^ chemotherapy (FCC) 

^•..rErSSTtU^SSS. r».ltiw severe W C. 
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Rats 



bearing AH272 tumor did not cause Die even „ oduce d fatal DIC 

following FCC. AH109A tumors on the other hand, p 
after a redn. in tumor size. Howe ^J, ^en ^n ^ fc _ 

tumor, DIC did not °' c ^ f- ^//^ acy of ^ 
These results ^^^hat DIC does no correlated well with changes 
reactions of FCC itself. On ° f t °ere were no relations between 
of blood coagulability. Howe ^ er ' ^^ion activities in tumor cells 
DIC following chemotherapy and coagulation activiu 
as well as in tissues of 2 tumor strains. 
IT 4474-91-3, Human angiotensin II 

RL: BIOL < Biol °9 ical ^ U ^l ee _ che motherapy with mitomycin 

(flooding-the-castle c^cer Chemother P* lar coagu iation 

C and nitroprusside and, disseminata 
induced by) 

L4 ANSWER 7 OF 12 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER : "J 4 ;"" 1 ^ 

DOCUMENT NUMBER: Microvascular mechanisms of change in tumor 

TITLE : w!m finw due to angiotensin II, epinephrine, 

^d°metn 0 oLmine: 0 A functional -rphometric study 

Oep! h r or Microcircul., Toho.u Univ., Sendai, 

SncerTes. (1993), 53(22), 5528-34 
SOURCE : Cancer Q008 _ 5472 

DOCUMENT TYPE: Journal 

LANGUAGE: . Engll ^ 1ar mec hanisms of change in tumor blood 

AB To elucidate the microvascular ^chanisms ^ metric study of 

flow elicited by vasopressors, a f^tionai F chamber was 
the s.c. microcirculation within a rat tjjnspar u (a2 . a5) 

performed. Arteriolar v e els classif ^ seqment 

according to Strahler s ™^nu hypertension induced by 
both under normotension and under hyperte measured using a 

angiotensin II, epinephrine, ^ ^hc^amine was est d. by changes in 
nucroocclusion tec^e. Vasooonstrictxon ^ 
vessel diams. In addn. , tissue D ^ ooa d the same conditions 

tumor (LV80, a variant of Yoshl ^ p ""°™ method. By comparing the 
was measured with the hydrogen prance met J£ £ ic ? ion induced 
sites of the greatest pressure drop and the ^ 
by each vasopressor, the authors a — ^ a h vasopressors, 

resistance (VR) which showed "S""^^^ occurred across 
The greatest VR increase e ^« te ^ y s SS ^ TO increase due to 
a2 vessels. On the other hand, the sites or tream from a 3 

epinephrine were in a3 vessels *nd larger vesse^P smaller 
arterioles. The VR increase ^f ce ^ y a ^°3 a conclude that the 
than that induced by epinephrine. The authors vasopr essor is 

^^r^^*^^£^ r * -en found to 
nroduce different changes in tumor blood flow. 
IT 4474-91-3, Human angiotensin II 

EL: ^Vl^oTnll fes£Le to, renovascular »eeh,„i S - 
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ACCESSION NUMBER: ^l^V 

DOCUMENT NUMBER: penological manipulation of blood flow 

I IJLg). Hirst, Dvaid G.; Tozer, Gillian M. 

CODEN: BJRSEF; ISSN: 0961-2653 
DOCUMENT TYPE: Journal 

LANGUAGE: , English ^ rrMac output distribution and 

decreased it to i.m. and ad ^« S ; ff t t\ refusion of 
carcinosarcomas, angiotensin II d Ss Perfusion of the tumor 
the heart and brain, but decreased uhe ^s. perfusio 

tissue in some cases. 
IT 4474-91-3, Angiotensin II 

pT . rtol fBioloqical study) , 
(SrculaSon of neoplasm and host tissue response to) 

L4 ANSWER 9 OF 12 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: ^ll^ll 

DOCUMENT NUMBER: ^ntation of tumor delivery of macromolecular 

TITLE : Sugs wi^h reduced bone marrow delivery by 

elevating blood pressure 

Ti C J • Miyamoto, Y . ; Kojima, Y . ; Maeda, H. 

S0URCE: CODEN : BJCAAI; ISSN: 0007-0920 

DOCUMENT TYPE: Journal 

LANGUAGE: r at-tH -induced hypertension on the 

AB Effects of angiotensin II (AT II \ ^ ITcxn^a and to bone marrow of 
distribution of macromols to W ^^_^^°^ ostatin conjugate] 

rrsiCrlBSA), representatives of macromol. drugs, in tumuj. 
At l h after i v. administration, intratumor concns. of [51Cr]BSA 
and SMANCS were elevated by 1.2-1.8-fold. The higher drug 
"emulation in the tumor that was PJ^uced^y the «tx ficial 
hypertension was stained e^n ^h jfter ad^atrat^ norraote nsive 

^oonfm^^^ 

p ension to 60-BO. of thoj- f ^^^--^ 
SS/Sil^tSLT^; Increased by 1.8-2.4-fold. A decreased 
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San mSs. for »T-n-induced hypertension chemotherapy. 
IT 4474-91-3 

enhancement by) 
L4 ANSWER 10 OF 12 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: ^'^fn ^ 

DOCUMENT NUMBER : Valvals and distribution of etoposide in rat 

TITLE: model: intracarotid versus 

intracarotid with angiotensin II-induced 

T^mI* S SirSi;a K u"v^°Hiroshi m a, Japan 
CORPORATE SOURCE: Sch Me - ^ 

SOURCE : gncer ^ Q735 _ 7907 

DOCUMENT TYPE: Journal 

LANGUAGE: ^iMi™ of otoooside was investigated in 9L 

AB The brain tissue _ distribution of etoposide induced by 

gliosarcoma-bearing rats with or -thout^yp ^ d 

angiotensin II (AT II). ine " . etopos ide administration 

into the following 2 groups according to ^opos injec tion 
route: intracarotid ^eotxon ^IC)^ group and Qf 
with hypertension induced by AT II (IHIC | P ^ h iater the rats 
etoposide was given and 30 min and 2, ^, ^ 

were sacrificed. The drug cone etoposide concn. m the 

brain tissue were analyzed by HPLC. ™e erop 

serum, tumor, and normal brain tissue peaked at JO ^ 
groups. The serum concn was "^between time shigher in the 
etoposide concn. in the tumor was at lea h under 

IHIC group than in the IC group at 30 min and ^ 

drug concn. curve (AUC) in the tumor etoposide concn. in the 

times higher than that in the IC group ^ gUghtly from 

normal brain on the drug jn]e etion y ^ thgn in 

0.5 h to 4 h and was about 3 times nigne normal 
the IC group. The ^oposide concn^ in the cont red 

treatment of malignant brain tumors. 
IT 4474-91-3 

(SSriESS 1 Section' by, in pharmacokinetic study of etoposide 
with brain tumors) 
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TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE 

SOURCE: 

DOCUMENT TYPE 
LANGUAGE : 
AB 



IT 



Fluctuations in tumor blood flow under 
normotension and the effect of angiotensin 

JorflalsuySh^SuSi, March; Tanda, Shigeru; 
Hit'o lacX; Shinozaki, Mika; Zhang, Qiu Hang 
Res ins?! Tuber. Cancer, Tohoku Univ., Sendai, 

jpn'. ^Cancer Res. (1991), 82(11), 1309-16 
CODEN : JJCREP; ISSN: 0910-5050 
Journal 

'AGE: English ln IX (All ) -induced 

To elucidate the significance of angiotensin II (A > ^ 
hypertension ?^herap^ctange8 of tissue ^d^^ ^ 
normal subcutis and in tumors (AHiu ^ rle ' ance method. Tissue 
anesthetized rats with the hydrogen gas clear c J rf ^ ^ 

bl ood flow in normal subc "txs ^ tu^rs always fiuctuation ±n tumor 
under normotension. The nature a«u different types of tumors, 
blood flow were almost identical in two deferent VP ig were 

The fluctuation o^^lood flow jn tu^r jnd ^ ^ their different 
almost always inversely related wnen a tissue blood flow in 

tissues were -asured simultaneously When tissue ^ ^ 

normal subcutis decreased, ^^^f^e tumor vascular bed and 
versa. The connection mode between the tumor resistance 
normal vascular bed maybe a parallel circu sion see med to 

in the normal vascular bed under All inducea nyp AII _ increa sed 
be greater than that under normotension because t 
tumor blood flow always exceeded the max tumo 

orTow^are^^^ 

SSS-SSSlcS^ dru/^riv^to^umrSsues were induced by 

All-induced hypertension. 

4474-91-3 

RL: BIOL (Biological study) circu i a tion increase 

(hypertension from, tumor tissue circuit 
by antitumor drug delivery m relation to) 
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1983:569845 CAPLUS 

E 9 ffects 4 of angiotensin II and ACTH on normal and 
tumorous human adrenocortical cells 
Belmeaa Wolfgang; Oelkers, Wolfgang; Belkien, 
Ktz? g Shirpai? Monika; Fiedler, Ulrich; Haenng, 

Kn^Steglitz, Freie Univ. Berlin, Berlin, Fed. 

Ac?a Endicrinol. (Copenhagen) (1983), 104(1), 

CODEN: ACENA7; ISSN: 0001-5598 

Journal 

English 
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AB isolated adrenocortical cells from 6 patients with a normal zona 
fascfculata, 4 patients with a normal zona glomerulosa, and 
tumor cells from 1 adrenocortical adenoma and 1 

"-^^^ 

ACTH The max . of the dose-response curve (5-fold stimulation was 
Cached at Tu-ioM ACTH. Angiotensin II (All) started to stimulate 
i Mil, at 10-11M with a max. (2-fold stimulation) at 10-9M. 
»?h I nnt (II) r52-39-i] prodn. by normal cells was less markedly 

cells of the adrenocortical adenoma from a patient with Cushing 

S «I. Apparently, an activated ""^aS"^"^"^ AW^i. 
stimulate the zona fasciculate, since 10-11M All <- 10 pg 
. normal Plasma Mi concn. corcisofprooTSeli 
Sfrarery oe'incrSe* by All in vivo, since a dov,„-rec,ulation of 

ACTH would occur. 
IT 4474-91-3 

RL: BIOL (Biological study) -, _4~; 

(corticosteroids formation by normal and neoplastic 
human adrenocortical cells response to) 

E39 THROUGH E4 0 ASSIGNED 

P?|i^SS^3NTERED AT 13:41:05 ON 24 MAY 2002 
L5 ^^^"^^EA FILE=REGISTRY ABB=ON. PLU=0N (4474-91-3/BI OR 

484-42-4/BI) 



s 15 and 11 
L6 2 L5 AND Ll 



COPYRIGHT 2002 ACS 

(8CI, 9CI) (CA INDEX NAME) 



L6 ANSWER 1 OF 2 REGISTRY 
RN 4474-91-3 REGISTRY 
CN Angiotensin II, 5-L-isoleucme- 

ST Man™*- U-!n- [N- [N- [N- (N2-L- . alpha . -aspartyl-L-arginyl ) -L-v.lyl] 
i-? yr Ssyl]-L-isoleucyl]-L-hi S tidyl]-L-prol y l]-3-phen y l-, L- (6CI, 

7CI) 
OTHER NAMES: 
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CN 
CN 
CN 
CN 
CN 
CN 
CN 
CN 
CN 
CN 
CN 
CN 
CN 
CN 
CN 

CN 

CN 

CN 

CN 

CN 

CN 

CN 

CN 

CN 

CN 

CN 

CN 

CI 
SQL 

SEQ 



PN: 
PN: 
PN: 
PN: 

PN; 



10: PN: 
1: 
1: 
1: 
1: 
1: 
1: 
1: 
1: 

2: PN: 
2: PN: 
31: PN 
32: PN 
36: PN 
3: PN: 



WO0212471 SEQID 
US6022696 SEQID: 
WO0002905 SEQID: 
WO0056345 SEQID: 
WO0101138 SEQID: 
tL1 . WO0143761 SEQID: 
PN: WO0144270 SEQID: 
PN: WO0155176 SEQID: 
PN- WO0198325 SEQID: 

JP2001354699 PAGE: 
WO0168113 SEQID: 2 

WO0198325 SEQID: 
; WO0056345 SEQID: 
; WO9958140 SEQID: 
j * rLN; WO0224681 SEQID: 3 
455: PN: WO0069900 SEQID: 
4: PN: WO0101138 PAGE: 9 
5-Isoleucine-angiotensin 
5-L-Isoleucineangiotensm 
5. PN- WO0018899 PAGE: 18 
80- PN: US6017693 TABLE: 
8: PN: WO9958140 SEQID: 1 
Angiotensin II (human) 
Angiotensin II (mouse) 
Human angiotensin II ^ 
IsoleucylS-angioterisin II 
L-Phenylalanine, N-[1~[N- 
L-valyl] -L-tyrosyl] -L-iso 
COM 
8 

1 DRVYIHPF 



17 unclaimed sequence 
unclaimed sequence 
claimed protein 
claimed sequence 
claimed protein 
claimed protein 
unclaimed sequence 
claimed protein 
claimed protein 
2 unclaimed sequence 
unclaimed sequence 
32 claimed protein 
32 claimed sequence 
32 claimed protein 
unclaimed sequence 
641 unclaimed sequence 
claimed protein 
II 
II 

unclaimed sequence 
4 claimed sequence 
claimed protein 



[N - [N- [N- (N2-L- . alpha . -aspartyl-L-arginyl ) 
leucyl] -L-histidyl] -L-prolyl] - 



HITS AT: 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 10 



1-8 
1: 
2: 
3: 
4: 
5: 
6: 
7: 



136:323235 
136:303787 
136:289342 
136:279477 
136:276796 
136:273519 
136:261298 
8: 136:261054 
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